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Short ghrelin peptides neither displace ghrelin 
binding in vitro nor stimulate GH release in 
vivo 
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Ghrelin is an acylated peptide recently isolated from rat stomach 
that potently stimulates GH release in vitro and in vivo in rat and 
man. Ghrelin specifically activates the receptor for the growth 
hormone secretagogues (GHS-Rla), and it has been proposed as the 
endogenous ligand mimicked by these synthetic compds . Very 
recently, it was shown in cells transfected with the GHS-Rla that 
short acylated peptides encompassing the first 4-5 residues of 
ghrelin were capable of increasing intracellular calcium almost as 
efficiently as the full-length ghrelin. In the present study, we 
demonstrate that truncated analogs of ghrelin are ineffective in 
stimulating GH release in neonatal rats and do not displace 
radiolabeled ghrelin from binding sites in membranes from human 
hypothalamus and pituitary. In conclusion, our data demonstrate 
that the ability of short ghrelins to stimulate the GHS-Rla in 
transfected cells is not predictive of their capability to stimulate 
GH secretion in vivo. 
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Novel peptides are disclosed having antagonistic properties to the 
Growth Hormone releasing peptide known as Ghrelin. The new peptides 
are useful in decreasing the circulating levels of Growth Hormone in 
a mammal and have therapeutic value. Peptide Gly-Ser-Ser (Octanoyl) - 
Phe, prepd. by solid phase synthesis, antagonized the effect of 
ghrelin by reducing growth hormone release in 10-day old rats. 
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